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b) has a light chain CDR3 domain comprising the amino acid sequence of SEQ 
ID NO: 3, or modified from SEQ ID NO: 3 by a single alanine substitution at position 1, 
4, 5, 7 or 8 or by one to five conservative amino acid substitutions at positions 1, 3, 4, 6, 
7, 8 and/or 9; 

c) has a heavy chain CDR3 domain comprising the amino acid sequence of SEQ 
ID NO: 4, or modified from SEQ ID NO: 4 by a single alanine substitution at position 2, 
3, 4, 5, 6, 8, 9, 10 or 1 1 or by one to five conservative amino acid substitutions at 
positions 2, 3, 4, 5, 6, 8, 9, 10, 1 1 and/or 12. 

67. A method for inhibiting human TNFa activity comprising contacting human 
TNFa with an antibody such that human TNFa activity is inhibited, wherein the antibody 
is an isolated human antibody, or an antigen binding portion thereof, with a light chain 
variable region (LCVR) comprising the amino acid sequence of SEQ ID NO: 1 and a 
heavy chain variable region (HCVR) comprising the amino acid sequence of SEQ ID 
NO: 2. 



68. A method for inhibiting human TNFa activity in a human subject suffering from a 
disorder in which TNFa activity is detrimental, comprising administering to the human 
subject an antibody such that human TNFa activity in the human subject is inhibited, 
wherein the antibody is an isolated human antibody, or an antigen-binding portion 
thereof, that dissociates from human TNFa with a K d of 1 x 1 0" 8 M or less and a K off rate 
constant of 1 x 10" 3 s" 1 or less, both determined by surface plasmon resonance, and 
neutralizes human TNFa cytotoxicity in a standard in vitro L929 assay with an IC 50 of 1 
x 10' 7 M or less. 



69. A method for inhibiting human TNFa activity in a human subject suffering from a 
disorder in which TNFa activity is detrimental, comprising administering to the human 
subject an antibody such that human TNFa activity in the human subject is inhibited, 
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wherein the antibody is an isolated human antibody, or antigen-binding portion thereof, 
with the following characteristics: 

a) dissociates from human TNFct with a Karate constant of 1 x 10~ 3 s" 1 or less, 
as determined by surface plasmon resonance; 

b) has a light chain CDR3 domain comprising the amino acid sequence of SEQ 
ID NO: 3, or modified from SEQ ID NO: 3 by a single alanine substitution at position 1, 
4, 5, 7 or 8 or by one to five conservative amino acid substitutions at positions 1, 3, 4, 6, 
7, 8 and/or 9; 

c) has a heavy chain CDR3 domain comprising the amino acid sequence of SEQ 
ID NO: 4, or modified from SEQ ID NO: 4 by a single alanine substitution at position 2, 
3, 4, 5, 6, 8, 9, 10 or 1 1 or by one to five conservative amino acid substitutions at 
positions 2, 3, 4, 5, 6, 8, 9, 10, 1 1 and/or 12. 



70. A method for inhibiting human TNFa activity in a human subject suffering from a 
disorder in which TNFa activity is detrimental, comprising administering to the human 
subject an antibody such that human TNFa activity in the human subject is inhibited, 
wherein the antibody is an isolated human antibody, or an antigen binding portion 
thereof, with a light chain variable region (LCVR) comprising the amino acid sequence of 
SEQ ID NO: 1 and a heavy chain variable region (HCVR) comprising the amino ; acid 
sequence of SEQ ID NO: 2. 



sirf^ttf* (Amended) A method for inhibiting human TNFa activity in a human subject 
A V ' suffering from a disorder to which TNFa activity is detriment, comprising 

administering to the human subject an antibody such that human TNFa activity in the 
human subject is inhibited, wherein the antibody is D2E7. 



U?3T~ (Amended) The method of any one of claims 
disorder is an autoimmune disease 




wherein the 



1)3 & 
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(Amended) The method of any one of claims J>8, 69, ^0, and JSC wherein the 
disorder is an infectious disease. 

Ifut W, (Amended) The method of any one of claims jj8^69^^0j and^K wherein the 
disorder is transplant rejection or graft-versus-host disease. 

' 6&°- (Amended) The method of any one of claims^>8, ^f^O^and^K wherein the 
disorder is a malignancy. 

(Amended) The method of any one of claims^, pdZ^JM, and JKwherein the 
disorder is a pulmonary disorder. 




(Amended) The method of any one of claims^gf ^9fjQ' andJ^Hvherein the 



disorder is an intestinal disorder. 

Py8f. (Amended) The method of any one of claims^68, ffilfif, and wherein the 
disorder is a cardiac disorder. 



|Tlea 



Please add the following new claims: 





(New) The method of any one of claims^g^^ 70, and ^Pwherein the disorder 
is sepsis. 

I (New) The method of clain^f wherein the antibody is administered to the 

human subject together with the cytokine interleukin-6 (IL-6) or is administered to a 
human subject with a serum or plasma concentration of IL-6 above 500 pg/ml. 

' 83. (New) The method of any one of claims j ^69, ^and^L wherein the disorder 
is rheumatoid arthritis. 
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/ ^6f^ (New) The method of any one of claims^8f^J0fandp^wherein the disorder 
is rheumatoid spondylitis. 




(New) The method of any one of claims 
is osteoarthritis. 




wherein the disorder 



(New) The method any one of claims^^S^^and^fwherein the disorder is 
gouty arthritis. 

jiytf (New) The method of any one of claim^fC^!^ the disorder 

is an allergy. 

j$o. (New) The method of any one of claims 6^T^O^and^f wherein the disorder 
is multiple sehlerosiST *• 

y (New) The method of any one of claims 6%?o&, l^?x^r\ wherein the disorder 

autoimmune diabetes. 

J}%P (New) The method of any one of claim^&C^^^ an^Twherein the disorder 
is autoimmune uveitis. 

(New) The method of any one of claims6^^^50^and ^Hvherein the disorder 
is nephrotic syndrome. 



$4. (New) The method of any one of claimsjS^^^^anc^^TT wherein the disorder 
is inflammatory bone disorders. 



(New) The method of any one of claims 
is bone resorption disease. 




, an^Tlwherein the disorder 
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9pf (New) The method of any one of claims 6^w^^and^4^ wherein the disorder 
is alcoholic hepatitis. 

jffl. (New) The method of any one of claims^, ^7*£ and^T wherein the disorder 
is viral hepatitis. 

^98. (New) The method of any one of claims <J?f30, and^l wherein the disorder 
is coagulation disturbances. 

(New) The method of any one of claims^ff^ the disorder 

is burns. 




(New) The method of any one of claims 68^^ 7@fand ^ wherein the disorder 
is reperfusion injury. 

. (New) The method of any one of claims ($f>9, fflandjfl wherein the disorder 
is keloid formation. 



3£ 5 

(New) The method of claim any one of claims 0 9 0,ffimdjli wherein the 



disorder is scar tissue formation. 



J^^fp f 

<*X<y*>. (New) The method of any one of claims>^^C 70fand^T wherein the disorder 



is pyrexia. 



(New) A method for treating a subject suffering from a disorder in which TNFa 
activity is detrimental, comprising administering to the subject an antibody such that the 
disorder is treated, wherein the antibody is an isolated human antibody, or an antigen- 
binding portion thereof, that dissociates from human TNFa with a of 1 x 10" 8 M or 
less and a K 0 ff rate constant of 1 x 10~ 3 s -1 or less, both determined by surface plasmon 
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resonance, and neutralizes human TNFcc cytotoxicity in a standard in vitro L929 assay 
with an IC50 of 1 x 10" 7 M or less. 



Wo. (New) A method for treating a subject suffering from a disorder in which TNFcc 
activity is detrimental, comprising administering to the subject an antibody such that the 
disorder is treated, wherein the antibody is an isolated human antibody, or antigen- 
binding portion thereof, with the following characteristics: 

a) dissociates from human TNFot with a Karate constant of 1 x 10" 3 s" 1 or less, 
as determined by surface plasmon resonance; 

b) has a light chain CDR3 domain comprising the amino acid sequence of SEQ 
ID NO: 3, or modified from SEQ ID NO: 3 by a single alanine substitution at position 1, 
4, 5, 7 or 8 or by one to five conservative amino acid substitutions at positions 1, 3, 4, 6, 
7, 8 and/or 9; 

c) has a heavy chain CDR3 domain comprising the amino acid sequence 

of SEQ ID NO: 4, or modified from SEQ ID NO: 4 by a single alanine substitution at 
position 2, 3, 4, 5, 6, 8, 9, 10 or 1 1 or by one to five conservative amino acid substitutions 
at positions 2, 3, 4, 5, 6, 8, 9, 10, 1 1 and/or 12. 



ysL (N ew) A method for treating a subject suffering from a disorder in which TNFcc 
activity is detrimental, comprising administering to the subject an antibody such that the 
disorder is treated, wherein the antibody is an isolated human antibody, or an antigen 
binding portion thereof, with a light chain variable region (LCVR) comprising the amino 
acid sequence of SEQ ID NO: 1 and a heavy chain variable region (HCVR) comprising 
the amino acid sequence of SEQ ID NO: 2 



w^ipv. (New) A method for treating a subject suffering from a disorder in which TNFot 
activity is detrimental, comprising administering to the subject an antibody such that the 
disorder is treated, wherein the antibody is D2E7. 
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(New) The method of any one of claims L04/mC fp&and Xm\ wherein the 



disorder is an autoimmune disease 

lf)9. (New) The method of any one of claims jJ^^^^Q^o and ^fl wherein the 
disorder is an infectious disease. 

\^ (New) The method of any one of claims lJ^iPand lJ07wherein the 

disorder is transplant rejection or graft-versus-host disease. 

1>L (New) The method of any one of claims J s (^f1jQ§f J^and 1J>7 wherein the 
disorder is a malignancy. 

\J%. (New) The method of any one of claims JM; 10$ J^oand J^wherein the 
disorder is a pulmonary disorder. 

3 

Uft. (New) The method of any one of claims lO^lpSr; L0oand J^^wherein the 
disorder is an intestinal disorder. 

rip 3$ 

fand £07 wherein the 
disorder is a cardiac disorder. 

JJr5. (New) The method of any one of claims lp4Q$^^ the 
disorder is sepsis. 

Jnb. (New) The method of claim U^fwherein the antibody is administered to a 
human subject together with the cytokine interleukin-6 (IL-6) or is administered to a 
human subject with a serum or plasma concentration of IL-6 above 500 pg/ml. 



y 

JnA. (New) The method of any one of claims jbS%L09; 



(New) The method of any one of claims Ifio, l^nuid J^Twherein the 
disorder is rheumatoid arthritis. 
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'nfif (New) The method of any one of claims ^0^^ the 
disorder is rheumatoid spondylitis. 

\V9. (New) The method of any one of claims L95;i^6^d^^wherein the 
disorder is osteoarthritis. 

ftO. (New) The method any one of claims 104, 1Q5, 1 Oo and L07 wherein the disorder 
is gouty arthritis. 

\\ . (New) The method of any one of claims IQrff^, \$\ and Jj&vwherein the 
disorder is an allergy. 

I. (New) The method of any one of claims 10^ lQgr, 1^6 and wherein the 
disorder is multiple schlerosisr-^ 

x . 4. 







(New) The method of any one of claims l^S; and J*fi^wherein the 
disorder is autoimmune diabetes. 

(New) The method of any one of claims \f^W§Q<)6 ancUsSvwherein the 
disorder is autoimmune uveitis. 

(New) The method of any one of claims j^ffipX' \J)6 and W7 wherein the 
disorder is nephrotic syndrome. 

VptT (New) The method of any one of claims^^^^l^^d^v wherein the 
disorder is inflammatory bone disorders. 

(New) The method of any one of claims \p4,\p$, \£®md^7 wherein the 
disorder is bone resorption disease. 
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1^8: (New) The method of any one of claim§" , J^CL05, up?and^07 wherein the 
disorder is alcoholic hepatitis. 

XW. (New) The method of any one of claims p$,J05,l)$mdJjffl wherein the 
disorder is viral hepatitis. 



wherein the 



The method of any one of claimsjjjf^ Wo, \pj 
disorder is coagulation disturbances. 



y/6. (New) 





(N 



(New) The method of any one of claims 
'disorder is burns. 




wherein the 




L (New) The method of any one of claims )^^]fi5,^^and J^vwherein the 
disorder is reperfusion injury. 



\^>. (New) The method of any one of claims 
disorder is keloid formation. 




wherein the 




. (New) The method of claim any one of claims > f03, 1 
disorder is scar tissue formation. 

13(0. (New) The method of any one of claims 
disorder is pyrexia. 





kd^wl 



and <j!07 wherein the 



166. (New) The method of any one of cMms^^^JT, \^4, }05, l$f and 



wherein the isolated human antibody is combined with a pharmaceutical^ acceptable 



carrier. 
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The method of claim p%^&^~ffi?¥$, Jj95', IM ancUp^wherein the 
isolated human antibody is administered with at least one additional therapeutic agent. 

(New) The method of any one of claims \^^\^\^?iXidiy^^N\itx€m the 
^subject is human. 

(New) The method of any one of claims l&tjjrff, 106 and / K)7 wherein the 
disorder is septic shock. 

and L07 wherein the 
f ^ 

and^P^vherein the 



(New) The method of any one of claims 
disorder is endotoxic shock. 




(New) The method of any one of claims 
disorder is gram negative sepsis. 





/\ ^> (New) The method of any one of claims 

( J disorder is toxic shock syndome 




f, (New) The method of any one of claims 
disorder is malaria. 



^J^f: (New) The method of any one of claimsl|^1^9^^ 




disorder is meningitis. 

(New) The method of any one of claims 
disorder is cachexia. 




?J* ... 

and jp^vherein the 



He. 



(New) The method of any one of claims 1 
disorder is AIDS. 
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l^rT (New) The method of any one of claims^p^f^ the 
"disorder is bacterical meningitis. 



3J?3f m „ 

(New) The method of any one of claims li^Ufa, IjWand if" wherein the 



disorder is AIDS-related complex (ARC). 

(New) The method of any one of claims 






, 106 and 107 wherein the 



disorder is cytomegalovirus infection secondary to transplantation. 

tf. _ 

yfO. (New) The method of any one of claims ip§; lwand jWwherein the 

air ^ : 

disorder is fever ^ntf myalgias due to infection ^4>ca^xta^eCQridary'li T f ec t io i r : 





(New) The method of any one of claims 
disorder is allograft rejection. 




wherein the 



o2. (New) The method of any one of claims 
disorder is stimulating tumor growth. 

(New) The method of any one of claims!^, y$5, J.06and LOTwherein the 
disorder is enhancing metastatic potential and mediating cytotoxicity in malignancies. 

l^f (New) The method of any one of claims yo^J&f, ^^andKfT a 




disorder is inhibiting tumor growth or metastasis. 



wherein the 




5. (New) The method of any one of claims \ 
disorder is adult respiratory distress syndrome. 

(New) The method of any one of claimSyHR 
disorder is shock lung. 
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(New) The method of any one of claims X^^^^X^d^Wf wherein the 
disorder is chronic pulmonary inflammatory disease. 

(New) The method of any one of claims L$C W^lQ^mi^ff wherein the 
disorder is pulmonary sarcoidosis. 

\p9. (New) The method of any one of claims ^ClCjii^^^ the 
disorder is pulmonary fibrosis. 

J^U. (New) The method of any one of claims i#4, \Qo, ipo and L07 wherein the 
disorder is silicosis. 

L#f. (New) The method of any one of claims HMOP^T\poand j^v wherein the 
disorder is inflammatory bowel disorder. 



(New) The method of any one of claims 



and lQ^wherein the 



disorder is idiopathic inflammatory bowel disease. 

(New) The method of any one of claims, 
disorder is Crohn's disease. 




and Mj7 wherein the 




16^T^(New) The method of any one of claims, 
disorder is ulcerative colitis. 

\68\ (New) The method of any one of claims 104, Xo, l^o and yfl wherein the 
disorder is ischemia of the heart. 

L^a (New) The method of any one of claims / J#Cj^^ the 
disorder is heart insufficiency. 



73 
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9 j#7. (New) The method of any one of claims W\, L@o, ipo and Up*wherein the 
disorder is hepatitis. 



